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base pairs and libraries of unimolecufar, double- 
stranded oligonucleotides on a solid support In one 
embodiment, the present invention provides methods of 
using nuclease treatment to improve the quality of 
hybridization signals on high density oligonucleotide 
arrays. In another embodiment, the present invention 
provides methods of using ligation reactions to improve 
the quality of hybridization signals on high density oligo- 
nudeotide arrays. In yet another embodiment the 
present invention provides libraries of unimolecular or 
intermolecular, double-stranded oligonucleotides on a 
solid support. These libraries are useful in pharmaceu- 
tical discovery for the screening of numerous biological 
samples for specific interactions between the double- 
stranded oligonucleotides, and peptides, proteins, 
drugs and RNA. In a related aspect the present inven- 
tion provides libraries of conformationally restricted 
probes on a solid support. The probes are restricted in 
their movement and flexibility using double-stranded oli- 
gonucleotides as scaffolding. The probes are also use- 
ful in various screening procedures associated with 
drug discovery and diagnosis. The present invention 
further provides methods for the preparation and 
screening of the above Iforaries. 
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